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Response to Amendment 

As requested by applicant's counsel in the correspondence filed 12 July 2006 
(hereinafter "present amendment"), which is in reply to the Office action mailed 12 April 
2006 (hereinafter "previous Office action"), claims 1, 5 and 15 have been amended, new 
claim 20 has been added. 

Election/Restrictions 

Upon receipt of the present amendment, the examiner has continued the search 
of the prior art, said search being based on the election of the compound 3-amino-6- 
phenyl-pyrazin-2-carboxylic acid benzyl amide from the disclosure. The present 
amendment overcomes rejections based on prior art cited in the previous Office action, 
so the search of claims which read on the elected species for examination has been 
expanded. Claims 1-4 still have not been completely searched (compounds wherein R 1 
and R 2 are joined together to form a heterocylcle or heteroaryl), as the continued, 
expanded search was stopped because prior art anticipating the invention was found. 
Newly added claim 20 also has not been completely searched (compounds wherein R 1 
and R 2 are joined together to form a heterocylcle or heteroaryl). Claims 5-1 1 remain 
withdrawn from consideration as not being readable on the elected species; claims 12- 
14 remain withdrawn from consideration as being drawn to the nonelected invention. 

Status of Claim Rejections - 35 USC §112 

In the previous Office action, claims 1-4 and 15-19 were rejected under both the 
first and second paragraphs of 35 U.S.C. 112, for failing to comply with the enablement 
requirement insofar as the prodrugs and solvates of the claimed compounds were 
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specified, and for indefiniteness of the terms "prodrug," "amide," "heterocycloalkyl," 
"sulfonyl" and "keto." 

Claim 19, since it is an independent claim (and was when the previous Office 
action was prepared), was improperly included in the rejections under this statute, as it 
does not incorporate limitations of any other pending claim. 

The present amendment has remedied all of the deficiencies upon which the 
rejections under 35 U.S.C. 112 were based. "Prodrug" and "solvate" have been deleted 
from the claims, and "heterocycloalkyl" has been replaced with "heterocyclyl," which is 
defined satisfactorily in the specification; "amide" has been deleted, while "sulfonyl" and 
"keto" have been replaced with partial structural formulae more clearly defining them. 

Thus, all rejections previously set forth under 35 U.S.C. 1 12 have been 
withdrawn. 

Claim Rejections - 35 USC § 102 

In the previous Office action, claims 1-4 were rejected under 35 U.S.C. 102(b) as 
being anticipated by WO 02/48152 (Bakthavatchalam et al) and also by De Meester et 
al, Journal of Heterocyclic Chemistry, vol. 24, pages 1 109-1 116 (July-August 1987). 

By virtue of the present amendment, "amino" has been struck from the definition 
of R 2 while (CrCaJalkyl has been changed to (C 6 -C 8 )alkyl and (Ci-C 8 )alcohol has been 
changed to (C 6 -C 8 )alcohol. These amendments differentiate the compounds according 
to the instant claims from Bakthavatchalam et al and De Meester et al, and therefore the 
rejections under 35 U.S.C. 102, based on those two references, are hereby withdrawn. 
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New Claim Rejections - 35 USC §112 

Upon review of the claims, the following new rejection under 35 U.S.C. 112, 
second paragraph, is seen as necessary. 

Claims 1-4,15-18 and 20 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

In claims 1,15, 17 and 20, the phrase "substituted or unsubstituted" is recited as 
a modifier to the alternative identities in the definition of variable R 2 . While it is clear 
what is contemplated by the term "unsubstituted," "unsubstituted" is not defined in the 
specification so as to provide for a clear and concise definition pointing out exactly what 
applicant intends the term to signify. Specifically, what is not defined is the particular 
group of substituents from which the optional substitution may be chosen. At page 6 of 
the instant specification, lines 12-24, an exemplary list of suitable substituents is 
provided, but this list ends with "and the like," and begins with "substituents include, but 
are not limited to." So, the list of substituents provided by applicant in the specification 
does not actually limit the term when recited in the claims to any specific meaning. As 
such, what constitutes "substituted' in the context of the invention is not defined, 
resulting in claims of indeterminate metes and bounds. 

An amendment introducing language in claim 1 and 20 which limits the 
substituents to a particular group would overcome this rejection. Applicant is cautioned, 
however, that recitation of the aforementioned list verbatim from the specification in a 
"wherein" clause at the end of claims 1 and 20 will introduce indefiniteness into the 
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claims, because the terms "ester" and "ether" (appearing in line 20 of page 6) are 
compounds per se, not substituents. Striking "ester" and "ether" from the list appearing 
on page 6 of the instant specification, and amending claims 1 and 20 to specify 
"wherein 'substituted* refers to one or more substitutions with a substituent selected 
from the group consisting of..." is recommended. 

In claims 1 and 20, in the definition of R 2 , the terms "(C 6 -C 8 )alcohol" and "(d- 
C 8 )alcohol," respectively, are recited. An alcohol is a compound perse, not a 
substituting moiety on a molecule. "Alcohol" is not standard chemical terminology for 
describing a substituent. If what applicant intends by the term is a hydroxy-substituted 
alkyl group, then the claims should recite as much. "Alcohol" is indefinite not only 
because it is not standard terminology for describing a substituent on a molecule, but 
because, even if it is assumed that what is being referred to is a hydroxy-alkyl group, 
the term "alcohol" is ambiguous because it does not specify where the hydroxy-alkyl 
group is bonded - it could be bonded to the rest of the molecule through the oxygen 
atom, which would provide an alkoxy group, or through one of the carbon atoms, which 
would provide a hydroxy-alkyl group. Applicant is urged to amend "(C6-C 8 )alcohor and 
"(C r C 8 )alcohor to "(C 6 -C 8 )hydroxyalkyl" and "(C r C 8 )hydroxyalkyl," respectively. It is 
important that corresponding changes be made wherever the term "(CrC 8 )alcohol" is 
recited in the specification, else the amendment to the claims will not have support 
therein. It is an obvious typographical error being corrected, so the amendment to the 
specification and claims suggested in the preceding will not constitute new matter. The 
examples also provide for support - hydroxyalkyl groups are clearly shown in R 2 of 
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many of the disclosed compounds. In the instant specification, the term "(Ci-Csjalcohol" 
is found at page 1 , line 21 ; page 2, lines 10, 24 and 25; page 3, line 1 . 

Claim 20 is further indefinite, in addition to reasons set forth above, because the 
exclusionary proviso lacks antecedent basis in the claim. The compound excluded by 
the proviso's language is not possible from the formula (I) in claim 20, for at least the 
reason that n must equal at least 1 . The phenyl ring at the 6-position on the central 
pyrazine ring of the compound cannot be unsubstituted when n must equal at least one, 
so the compound recited in the proviso, wherein an unsubstituted phenyl ring is at the 6- 
position, is not possible from the formula. 

All claims 2-4, 15-18 are rejected as indefinite, because all depend either directly 
or indirectly from an indefinite base claim. 

New Claim Rejections - 35 USC § 102 

Claims 1-4 and 20 are rejected under 35 U.S.C. 102(a) and (e) as being 
anticipated by WO 03/004475 (Berg et al). The document is cited in the Information 
Disclosure Statement filed in the instant application 18 June 2004. Berg et al is prior art 
under 35 U.S.C. 102(e) because the international filing date is after 29 November 2000, 
it designates the United States (see section 81 on the cover page) and is published in 
the English language. The international filing date of the publication is 3 July 2002, 
before the effective U.S. filing date of the instant application, and the publication date of 
the Berg et al reference is 16 January 2003, before the effective U.S. filing date of the 
instant application. 
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At page 26 of Berg et al, the compounds 3-amino-6-phenyl-N-(pyridin-3-yl)- 
pyrazine-2-carboxamide and 3-amino-6-(2-methylphenyl)-N-(pyridin-3-yl)-pyrazine-2- 
carboxamide are disclosed. The structure diagrams shown below represent these 
compounds: 




The first named compound anticipates claims 1-4 wherein R 2 is (C 3 -C 9 )heteroaryl 
- pyridyl and n=0 while R 3 is H, bromo, chloro, cyano, methoxy, (CrCaJalkyl-SCV or 
(CrC 8 )akylC(=0)-. The second compounds anticipates all claims 1-4 and 20 wherein R 
R 2 is (C 3 -C 9 )heteroaryl - pyridyl and n=1 , wherein R 3 is (C r C 8 )alkyl - methyl. 

Allowable Subject Matter 

Claims 15-18 would be allowable if the new rejections under 35 U.S.C. 112, 
second paragraph, are overcome. Applicant is urged to amend as suggested in the 
section hereinabove headed "New Claim Rejections - 35 USC § 112." The closest prior 
art with respect to the compounds according to claims 15-18 is the De Meester and 
Bakthavatchalam et al references cited in the previous Office action, and the Berg et al 
publication cited in this Office action (and also in applicant's Information Disclosure 
Statement). 

Claim 19 is allowed. 

Claims 12-14 will be rejoined upon receipt of an amendment placing claims 1-4, 
15-18 and 20 in allowable form. At such time, it would be necessary to reject claims 13 
and 14 under 35 U.S.C. 112, for lack of enablement of the claimed methods, and also 
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for indefiniteness, as all TGF-related disease states are not known or understood, nor 
have all such diseases been discovered. The lack of any showing of biological activity 
in the instant specification speaks to the lack of a disclosure enabling one of ordinary 
skill in the art to practice the claimed method of treating and preventing, for example, all 
cancers ( treatment and prevention of "cancer," generally, is recited in claim 14). 
Cancellation of claims 13 and 14 is recommended, to allow the case to pass to issue 
forthwith. 

Abstract of the Disclosure 

Objection to the abstract of the disclosure was set forth in the previous Office 
action, page 16. Applicant's counsel has not addressed the objection to the abstract. It 
is requested that applicant amend the abstract so that the generic structure of the 
compounds according to claim 1 be incorporated therein, to more fully and accurately 
describe the invention disclosed. 

Conclusion 

Were it not for the new rejections under 35 U.S.C. 112, second paragraph, which 

are set forth in this Office action, it would have been made final. A rejection based on 

newly cited prior art may serve as grounds for issuing a Final Rejection of a patent 

application, when an election of species requirement is operative, as is the case with 

the instant application (MPEP 803.02 "Markush Practice"). The indefiniteness rejection 

newly set forth should have been made in the previous Office action, however. 

Any inquiry concerning this communication should be directed to Zachary Tucker 
whose telephone number is (571) 272-0677. The examiner can normally be reached 
Monday to Friday from 5:45am to 2:1 5pm. If Attempts to reach the examiner are 
unsuccessful, contact the examiner's supervisor, James O. Wilson, at (571) 272-0661. 
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The fax number for the organization where this application or proceeding is 
assigned is (571 ) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (571) 272- 
1600. 
zt 




